Pyrazinamidase activity has been associated with pyrazinamide-susceptible Mycobacterium tuberculosis strains. The detection of pyrazinamidase activity by the Wayne method was found to be of limited value when compared with the results of standard pyrazinamide susceptibility tests, especially when a high level of pyrazinamide resistance was found. When resistance to pyrazinamide reached a level of 150 to 200 Fg/ml, there was too much variability in Wayne test results to accurately define pyrazinamide susceptibility.
The difficulty in performing pyrazinamide (PZA) susceptibility tests derives from the fact that an acid pH of the medium is required to demonstrate activity of the drug (5), and Mycobacterium tuberculosis strains do not grow well at pH 5.5 (6) . Growth can be improved by pretesting the albumin enrichments before they are incorporated into 7H10 medium (2); however, some M. tuberculosis strains still do not grow in acidified medium (2, 4, 6) .
It has been reported that PZA-susceptible M. tuberculosis strains have a pyrazinamidase (PZase) that hydrolyzes PZA to pyrazinoic acid and that PZA-resistant strains lack this enzyme (1, 3, 4, 7) . PZase activity is easily detected by the Wayne method by using freshly prepared ferrous ammonium sulfate solution (9) . To overcome the problem of an acid medium, detection of PZase activity has been recommended as a useful indicator for screening M. tuberculosis for PZA susceptibility (4) . The The PZase test results from 24 H37Rv mutants were compared with the levels of PZA resistance for each isolate (Table 1) . Of the mutants, 14 gave a PZase-positive reaction; the remaining 10 isolates were negative. Of the 14 isolates that were PZase positive, 11 were resistant to 40 to 100 t.g of PZA per ml. The other three PZasepositive isolates were resistant to 150 ,ug of PZA per ml, and one of these was resistant to 250 ,ug of PZA per ml. In addition, 36 clinical isolates of Table 2 ). These data indicate that, when the level of PZA resistance is <100 to 150 ,ug/ml, the organisms retained PZase activity, whereas at a resistance level of .150 pLg/ml, the majority of the mutants lost enzyme activity. There was, however,. no direct correlation between loss of PZase activity and the level of PZA resistance.
Since highly PZA-resistant strains are not always pyrazinamidase negative, care should be taken in defining susceptibility solely on the basis of the Wayne test.
